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-The invention relates to transgenic non-human animals capable of producing 
high affinity human sequence antibodies. The invention is also directed to human sequence 
antibodies specific for human antigens, such as, human CD4. The invention also is directed to 
methods for producing human seque nce antibodies. 

On page 251, line 6, in the left-hand column header of Table 20, delete 
'human" and replace with -anti-CD4- . 

On page 252, line 35, delete "or" and replace with -and one fiinctional- 



In The Claims: 

Please amend the claims to read as follows: 



10. (Amended) A transformed cell comprising [at least one artificial gene] a 
nucleic acid encoding at least a portion of [an] a humajysequence immunoglobulin 
polypeptide, 

wherein the human sequence inprfuno globulin polypeptide specifically binds a 
human antigen, 

wherein the cell produce^ gefc^ctable amount of [an] the immunoglobulin [that 
binds a predetermined human antige^ 

and wherein the iijmiuneg^bulin polypeptide has substantially the same 
sequence as an immunoglobulin polypeptide secreted by a hybridoma obtained from a 
transgenic mouse, said majrfse comprising a homozygous pair of functionally disrupted 
endogenous heavy chain alleles, a homozygous pair of functionally disrupted endogenous light 
chain alleles, at leasjfone copy of a human immunoglobulin light chain transgene, and at least 
one copy of a human immunoglobulin heavy chain transgene]. 



11. (Amended) The [A] t ransformed cell of claim 10 . wherein the cell is a 



eukarvotic cell . 



* 
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12. (Amended) The^ahsformed cell of claim 10, ("11] wherein the human 
sequence immunoglobulin bind^unran CD4 or an antigenic fragment thereof. 

^^^^^^^ 13. (Amended) A [An] human sequence immunoglobulin ttel^sDecificallv 
ybinHsTTuman CD4 or antigenic fragment thereof wherein said immunoglobulin comprises a 
human sequence light chain or human sequence heavy chain variable region and having similar 
affinity to a human CD4, or antigenic fragment thereof jask human sequence immunoglobulin 
comprising a variable region comprising an aminoytfad sequence [substantially identical to an 
amino acid sequence] encoded bv a nucleic aciu with a sequence as set forth in [Seq. LD. No. 
1, Seq. LD. No. 2, Seq. LD. No. 3, Seq. LEXNo. 4, Seq. LD. No. 5, Seq. LD. No. 6, Seq. LD. 
No 7 3 Seq. ID No. 8. Seq. LD. No.^or Seq. LD.. No. 10] SEO ID NO:L . SEO ID NO:2, 
SEO ID NO:3. SEO ID NO:4. SEO ID NO:5. SEO ID NO:6. SEO ID NO:7. SEO ID NO:8, 
SEO ID NO:9. or SEO ID N(5^10. 

14. / (Amended") The human sequence immunoglobulin of claim 13 wherein 
the immunoglobulin comprises [the] an amino acid sequence as set forth in SEO ID NO:61 or 
bbO ID [oi i>eq. LD. No. ol or i>eq. LD. JNo. oz|. 












18. A human am-CD4 immunoglobulin that specifically binds CD4 from 
humans and specifically bmcj« CD4/rom at least one non-human primate. 












A\Y /^y S ^W^22. (Amended) A human sequence immunoglobulin comprising a VH4-34 
\^^^^AP'l segment, a JH4 segment, and a heavy ch^CDR3 region comprising the 
seJfenStoMVRGPH (SEO ID NO:63) TSea. LD. N0<631. 

23. (Amended) A human secm^nce immunoglobulin comprising a VH5-51 
segment, a DHQ52 segment, a JH2 segment, and a heavy chain CDR3 region comprising the 
sequence PANWNWYFVL (SEO ID M):64) TSea. LD. No. 641. 
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24. (Amended) A human sequence immunoglobulin comprising a VH4-34 
segment, a JH5 segment, and a heavy chain CDR3 region comprising the sequence VINWFDP 
r SEO ID NO:6S) [Seq. I.D. No. 65]. 

25. (Amended) A human sequence immunoglobulin comprising a VH5 -51 
segment, a DHQ52 segment, a JH4 segment , and a heaw chain CDR3 region comprising the 
sequence DQLGLFDY f SEO ID NO:66) [Seq. LD. n/66]. 

26. (Amended) A human sequence immunoglobulin comprising a VkA27/All 
segment, a Jk4 segment, and a light chain CDR# region comprising the sequence 
QQYGSSPLT ( SEP ID NO:67) [Seq. LD. ^ 67]. 

27. (Amended) A humai/sequence immunoglobulin comprising a VkL 18 
segment, a Jk4 segment, and a light chain CDR3 region comprising the sequence 
QQFISYPQLT f SEO ID NP:68) [sJ. LD. No. 68]. 

28. (Amended) Vhuman sequence immunoglobulin comprising a VkL 19 
segment, a Jk2 segment, and a Jight chain CDR3 region comprising the sequence 
QQANSFPYT ( SEP ID N0/9) [Seq. LD. No. 69]. 

29. (Am/nded) A human sequence immunoglobulin comprising a VkL 15 
segment, a Jk2 segment, and a light chain CDR3 region comprising the sequence 
QQYDSYPYT ( SEQ ID NP:70) [Seq. LD. No. 70]. 



30. (Amended) A hybridoma secreting [an] a human sequence 
immunoglobulin, wherein the immunoglobulin is selected from the group consisting of: 

a human sequence imnmVioglobulin comprising a VH4-34 segment, a DXP'l 
segment, a JH4 segment, and a heavy <Min£DR3 region comprising the sequence 
DITMVRGPH ( SEP ID NO:63) [Seq. I A No. 63], 
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a human sequence immunoglobulin comprising a VH5-51 segment, a DHQ52 
segment, a JH2 segment, and a heavy chain CDR3 region comprising the sequence 
PANWNWYFVL CSEO ID ^0:64) [Sea. ID. No. 641, 

a human sequence immunoglobulin comprising a VH4-34 segment, a JH5 
segment, and a heavy chain CJDR3 region comprising the sequence VINWFDP (SEP ID 
NO:65) [Seq. LD. No. 65], \ 

a human sequencb immunoglobulin comprising a VH5-51 segment, a DHQ52 
segment, a JH4 segment , and a Me^vV chain CDR3 region comprising the sequence 
DOLGLFDY (SEO ID NO^) ptea. ID. No. 661, 

a human sequenc e immunoglobulin comprising a VkA27/Al 1 segment, a Jk4 
secrment; and a light chain CDRB region comprising the sequence OOYGSSPLT (SEO ID 
NO:67) [Seq. ID. No. 671, 

a human sequence imimmoglobulin comprising a VkL18 segment, a Jk4 
segment, and a light chain CDR3 regiofii comprising the sequence OOFISYPOLT fSEO ID 
NO:68) [Seq. LD. No. 681, \ 

a human sequence immunoglobulin comprising a VkL19 segment, a Jk2 
segment, and a light chain CDR3 region comprising the sequence QQANSFPYT fSEO ID 
NO:69) rSea. LD. No. 691, and \ 

a human sequence immunoglobulin comprising a VkL15 segment, a Jk2 
segment, and a light chain CDR3 region comprising the sequence QQYDSYPYT (SEP ID 
NO:70) FSeq. LD. No. 70]. \ 






Please add the following new claims: / 






31 . (NEW) An isolated human/^equence immunoglobulin which binds to 

f 8 1 

human CD4 or antigenic fragment thereof/vith a K a affinity of at least about 10 M" . 

32. (NEW) The inflated human sequence immunoglobulin of claim3JL,-where 
the K a affinity is at least abouj/10 9 M~\ / 
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33: (NEW) The isolated human sequence i^nmunoglobulin of claim gl, whe re 
the immunoglobulin is a human sequence monoclonal ajrabody. 

34. (NEW) The isolated human sequence immunoglobulin of claim ^where 
the human sequence monoclonal antibody is produced by a hybridoma made by fusing an 
immortal cell with a lymphocyte isolated bom a transgenic mouse. 

35. (NEW) The isolatMhuman^sequence immunoglobulin of claim 34, where 
the hybridoma is selected from the group consisting of 1E11.15, 6C1.10, 1G1.9, 6G5.1, 
10C5.6, 2E4.2, 4D1.4, 7G2.2 1F^2 and 1G2U0. 

36. (^WyThe isolated human sequence immunoglobulin gf claimjl^jvhere 
the immunoglobulin is expressed from nucleic acid sequence initially isojafed from a 
l\qnphd3l^e from a transgenic mouse. 



L 



\7. (NEW) An isolated human sequenperlmmunoglobulin that specifically 
^incts^liSffKi 0p4 or antigenic fragment thereofpdmprising a human sequence 
immunoglobulin light chain polypeptide horfmg a VJ junction comprising a nucleic acid 
sequenceselected from the group cm^isting of SEQ ID NO:2, SEQ ID NO:4, SEQ ID NO:6, 
SEQ ID NO:8, and SEQ ID NO40. 



38. (NEW) The isolated humaa^equence immunoglobulin of claim32 r 
wherein the immunoglobulin binds to a hupran CD4 or antigenic fragment thereof with a K a 
affinity of at least about 10 8 M~ l . 



39. (NEW) The/fsol^d human sequence immunoglobulin of claim f 3&,where 



the K a affinity is at least abodt 10 9 M' 1 . 
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40. (NEW) An isolated human spqdence immunoglobulin that specifically 
CD4 or an antigenic fragmen^tliereof comprising a human sequence 
immunoglobulin heavy chain polypeptide having a VD J junction comprising a nucleic acid 
sequence selected from the groijffconsisting of SEQ ID NO:l, SEQ ID NO:3, SEQ ID NO:5, 
SEQ ID NO:7, and SEQ ID^O:9. 



41 . (NEW) An isolated or transformed ceM comprising a human sequence 



8 



immunoglobulin which binds to an antigen with a K a affinity of at least about 10 M 



42. (NEW) The cell of claim 41, wtferein the K a affinity is at least about 10 



M" 



43. (NEW) The cell of claim /l ,jyherein the antigen is a human antigen. 



44. (NEW) Thecellofclaftm41, wherein the antigen is CD4 or an antigenic 
fragment thereof. I t t 




45. (NEW) The cell/bf claim 4T,Jwir€rein the cell is a mouse cell 



46. (NEW) The transformed cell of claim JJl^wherein the human sequence 
immunoglobulin polypeptide has the same sequence as an immunoglobulin polypeptide 
secreted by a hybridoma obtained from a transgenic mouse. 

47. (NeW The transformed cell of claim^6fwherein said transgenic mouse 
comprises a homozygous pair of functionally disrupted endogenous heavy chain alleles or a 
homozygous pair of functionally disrupted endogenous light chain alleles or a homozygous 
pair of functionally disrupted endogenous heavy and light chain alleles, and a human 
immunoglobulin liant chain transgene, or a human heavy chain transgene, or a human 
immunoglobulin light chain transgene and heavy chain transgene. 



